We conducted this retrospective study to analyze the relationship between the distance of the proximal resection margin (PRM) and the pattern of recurrence in patients with gastric cancer who underwent curative gastrectomy. Methods: In our series, there were 774 patients who underwent curative gastrectomy for gastric adenocarcinoma. Thus, we classified our clinical series of patients into the distal gastrectomy group (n = 529) and the total gastrectomy group (n = 245). The clinical pathologic data and PRM distance were collected. Univariate and multivariate analyses were performed to evaluate association between PRM distance and locoregional recurrence.
Background
Gastric cancer is the fourth most prevalent malignancy in Western countries, and its incidence is the highest in Korea [1, 2] . It is widely accepted that surgery is the first line of therapy in patients with gastric cancer, for whom curative marginal resection is the only method for increasing the survival rate. Curative gastric cancer surgery basically includes stomach resection, lymph node dissection, and reconstruction. In patients with gastric cancer, surgical interventions are routinely performed considering both their conditions and cancer characteristics. To date, active studies have been conducted to identify prognostic factors in these patients. Thus, the pathologic condition after radical surgical resection has been established as the key prognostic factor. Both the lack of invasion of cancer cells at the resection margin and the appropriate dissection of surrounding lymph nodes are essential for obtaining successful treatment outcomes of curative resection [3] .
It is mostly recommended that the resection margin be remote from the margin of the tumor for the prevention of its recurrence. In association with this, several studies have reported that the inadequate resection margin is related to locoregional recurrence [4] [5] [6] . Currently, however, there are no established guidelines for the distance of the resection margin; it is routinely subject to surgeons' technical expertise. The first part of the duodenum, 1 to 2 cm distal to the pylorus, is routinely used as the distal resection margin (DRM) in gastrectomy. However, the distance of the proximal resection margin (PRM) remains controversial, despite the fact that it is a key factor that is associated with the extent of gastrectomy.
We conducted this retrospective study to analyze the relationship between the distance of the PRM and the pattern of recurrence in patients with gastric cancer who underwent curative gastrectomy.
Methods

Study population
We performed surgical operations for a total of 896 patients with gastric adenocarcinoma at department of Memorial Jin Pok Kim, Korea Gastric Cancer Center, Inje Medical College, Seoul Paik Hospital, Seoul, Korea between September 2002 and December 2006. Of these, 122 patients were excluded because of other synchronous or metachronous cancers, positive surgical margins, or palliative treatment for gastric cancer. Therefore, 774 patients who were treated with curative gastrectomy were enrolled in the current study. Of these, 529 who underwent distal gastrectomy (29 underwent Billroth I surgery and 500 underwent Billroth II surgery) and 245 who underwent total gastrectomy. Thus, our clinical series of patients were classified into the distal gastrectomy group (n = 529) and the total gastrectomy group (n = 245). Types of surgical procedure were determined by the attending surgeon's preference, mainly based on the gastric cancer treatment guidelines of Japan [3] .
Patients' clinical pathological data was collected from medical and computerized records. Based on pathologic examination, we retrospectively analyzed the clinical stage, T-and N-stage, tumor size, histologic type, Lauren's classification, venous, lymphatic, and neural invasion, tumor location, and the distance of the PRM. The distance of the PRM was defined as the distance extending from the proximal limit of the lesion to the site of the resection. It was not consistent with the intraoperative measurement. It was measured based on the results obtained from surgical specimens placed in 10% formalin solution for more than 12 hours. It was routinely evaluated using an intraoperative frozen section biopsy in all the patients. We analyzed the relationship between various clinicopathological factors and the recurrence, including the locoregional recurrence in particular.
The study population included patients who underwent radical gastrectomy with D2 lymphadenectomy. We made a diagnosis of cancer recurrence on physical examination, radiologic assessment, and endoscopy. Recurrences were classified as locoregional recurrence, hematogenous metastasis, peritoneal carcinomatosis, and multiple metastases. Main patterns of recurrence were recorded as the first site of detection at the time of diagnosis. By definition, the locoregional recurrences include local lymph node metastasis, extraluminal recurrence, recurrence within the gastric remnant stomach, and anastomotic recurrence after gastrectomy. The tumor stage was reported according to the sixth edition of the tumor-node-metastasis (TNM) classification of malignant tumor established by the International Union Against Cancer (UICC) [7] . Our clinical series of patients were followed up on until December 2011, with a mean follow-up period of 45 months (range: 1 to 111 months).
We obtained approval for this study from the Institutional Review Board at Inje university Paik Hospital. Written informed consent was obtained from patient for the publication of this report and any accompanying images.
Statistical analysis
Statistical analysis was done using SPSS version 12.0 for Windows (SPSS, Inc., Chicago, Illinois, United States). All data was expressed as mean ± standard definition (SD). A P-value of <0.05 was considered to be statistically significant. Independent sample Student's t-tests were used to analyze the age, tumor size, and the distance of the PRM. In addition, the chi-squared test was used to analyze the differences in the above variables between the two groups. Furthermore, a log-rank test (univariate analysis) with the Kaplan-Meier method was used to analyze the disease-free survival (DFS) and the distance of the PRM. The Cox proportional hazards model and logistic regression tests were employed for multivariate analysis.
Results
Baseline and demographic data of the patients In our series, there were 529 patients who underwent distal gastrectomy and 245 who underwent total gastrectomy. Thus, we classified our clinical series of patients into the distal gastrectomy group (n = 529) and the total gastrectomy group (n = 245). The mean age of the patients was 60 years (range: 24 to 88 years) in the distal gastrectomy group and 60 years (range: 24 to 87 years) in the total gastrectomy. The male-to-female ratio was 1.3:1.0 in the total gastrectomy group and 3.5:1.0 in the distal gastrectomy group. In both groups, sex and age had no significant correlation with the distance of the PRM, with the exception of age in the distal gastrectomy group. It is likely, early cancer is probably more, statistical significance was observed, that there is no clinical significance.
In both groups, the sex had no significant correlation with the distance of the PRM. But, age in the distal gastrectomy group was correlated with PRM diastnace. It is likely, early cancer is many subtota gastrectomy group, it was observed a statistically significant, but it seems not to be clinically significant.
The distance of the proximal resection margin in the total gastrectomy group
The mean distance of the PRM was 4.03 cm in the total gastrectomy group. That is, there were 68 (27.8%), 73 (29.8%), and 104 (42.4%) patients where the distance of the PRM was <2 cm, 2 to 4 cm, and >4 cm, respectively. The distance of the PRM had a significant correlation with advanced T-stage (P <0.001), advanced N-stage (P <0.001), vascular invasion (P = 0.007), lymphatic invasion (P = 0.003), neural invasion (P <0.001), histological undifferentiation (P = 0.045), greater tumor size (P <0.001), and the upper third of the tumor location (P <0.001) ( Table 1) .
There were 81 patients who had a tumor recurrence; there were 16 cases of locoregional recurrence, 41 cases of peritoneal carcinomatosis, 11 cases of hematogenous metastasis, and 13 cases of multiple metastases. In addition, the recurrence was found to have a significant correlation with T-stage (P <0.001), N-stage (P <0.001), PRM (P = 0.032), vascular invasion (P <0.001), lymphatic invasion (P <0.001), neural invasion (P <0.001), histology (P = 0.004), Lauren's classification (P = 0.006), tumor size (P <0.001), and tumor location (P <0.001) ( Table 2) . Multivariate analysis performed by applying logistic regression showed only a significant correlation with N-stage (P <0.023).
On univariate analysis, the pattern of recurrence had a significant correlation with locoregional recurrence after curative resection; these include gender (P <0.001), Nstage (P = 0.013) and Lauren's classification (P <0.021) ( Table 2 ). Multivariate analysis showed that the N-stage was the only independent prognostic variable associated with the locoregional recurrence (P = 0.039). The risk of locoregional recurrence in patients with N3 was 2.677fold higher than that in patients with other N-stages (hazard ratio: 3.484; 95% CI: 1.053 to 6.805).
On univariate analysis based on the Kaplan-Meier method, the cumulative DFS was significantly shorter in the patients with a shorter distance of the PRM as compared with those with a longer distance of the PRM (P = 0.019) ( Figure 1 ). However, there was no significant correlation between the cumulative locoregional recurrence and the PRM (P = 0.565). Ultimately, while the PRM distance in total gastrectomy influenced the DFS, it had no effect on the locoregional recurrence.
The mean distance of the PRM was 6.4 cm in the distal gastrectomy group. That is, there were 71 (13.4%), 187 (35.3%), and 271 (51.2%) patients where the distance of the PRM was <3 cm, 3 to 6 cm, and >6 cm, respectively.
The distance of the PRM had a significant correlation with advanced T-stage (P <0.001), advanced N-stage (P <0.001), younger age (P = 0.044), vascular invasion (P = 0.013), histological undifferentiation (P <0.001), greater tumor size (P <0.001), and the middle third of the tumor location (P <0.001) ( Table 3 ).
There were 73 patients who had a tumor recurrence; there were 26 cases of locoregional recurrence, 19 cases of peritoneal carcinomatosis, 17 cases of hematogenous metastasis, and 11 cases of multiple metastases. In addition, the recurrence had a significant correlation with T-stage (P <0.001), N-stage (P <0.001), vascular invasion (P <0.001), lymphatic invasion (P <0.001), neural invasion (P <0.001), tumor size (P <0.001), and tumor location (P = 0.003) ( Table 4 ). Multivariate analysis performed by applying logistic regression showed that the recurrence had a significant correlation with N-stage (P <0.001), vascular invasion (P = 0.009), and the lower third of tumor location (P = 0.035). On univariate analysis, the pattern of recurrence had no significant correlation with locoregional recurrence after curative resection (Table 4 ). Multivariate analysis showed that the T-stage was the only independent prognostic variable associated with the locoregional recurrence (P = 0.021); the risk of locoregional recurrence in T3-stage patients was 16.308fold higher than that in patients with other T-stage classifications (hazard ratio: 3.484; 95% CI: 1.535 to 173.245).
On univariate analysis using the Kaplan-Meier method, the cumulative DFS had no significant correlation with the distance of the PRM (P = 0.089) ( Figure 2 ). Also, there was no significant correlation between the cumulative locoregional recurrence and the PRM (P = 0.584).
Discussion
In the past, total gastrectomy was considered as a standard modality in patients with gastric cancer because it could safely assure marginal distance [8, 9] . However, there were no significant differences in the survival rate and complications between the subtotal and total gastrectomy in patients where the gastric cancer occurred in the distal third of the stomach [8] . For successful curative gastrectomy, obtaining appropriate resection margin is crucial. The resection margin is determined according to the degree of progression, pathologic findings, location of cancer, and the chance of metastasis to lymph node. The distal margin of resection is usually 1 to 2 cm away from the pylorus, the first part of duodenum. In contrast, the distance of the PRM for gastrectomy remains controversial. It is mostly recommended, however, that the distance of the PRM be set. This is because a positive margin is an independent unfavorable factor for patients who undergo gastrectomy. According to Bozzetti et al. [4] , the distance of the PRM should be maintained at 3 cm in patients with gastric cancer without serosal invasion, and >6 cm in those with serosal invasion, or those for whom an accurate assessment is not possible. According to this study, the most important factor affecting cancer infiltration at resection margin is the primary tumor depth of the gastric wall. It is statistically significant, regardless of cancer location, size, gross findings, pathologic findings, and lymph node positivity. According to the Japanese Gastric Cancer Association (JGCA) guidelines, the distance of the PRM should be 1 cm in patients with mucosal invasion, 3 cm in those with well-differentiated muscle layer and serosa, and >5 cm in those with histological undifferentiation and serosal invasion [3] . Further, another report stated that the length of cancer invasion along the gastric wall was several millimeters at the margin of cancer lesion on gross findings in patients with intestinal type gastric cancer, and several centimeters in those with diffuse type gastric cancer [5] . Consistent with this, Gall and Hermanek [10] reported that the length of cancer invasion was >8 cm in patients with diffuse type gastric cancer and >4 cm in patients with intestinal type gastric cancer. Moreover, Ha and Kwon [5] reported that the survival rate was significantly higher in patients with advanced gastric cancer located in the distal third who had a >3-cm resection margin. In the current study, however, there was no significant difference in survival rate between patients with advanced gastric cancer located in the middle third and proximal third who had a >3-cm resection margin, and those who had a <3-cm resection margin. Moreover, our results also showed that the distance of the PRM had a significant correlation with the advanced T-stage, advanced N-stage, vascular invasion, lymphatic invasion, neural invasion, histological undifferentiation, greater tumor size, and the upper third of tumor location in patients who underwent total gastrectomy. However, the recurrence had a significant correlation with N-stage only. The distance of the PRM had a significant correlation with advanced T-stage, advanced N-stage, vascular invasion, lymphatic invasion, neural invasion, histological undifferentiation, greater tumor size, and the middle third of tumor location in patients who underwent distal gastrectomy. However, the recurrence had a significant correlation with N-stage, vascular invasion, and the lower third of tumor location. It is generally known that there are three major patterns of recurrence in patients with gastric cancer undergoing curative surgery; these include locoregional recurrence, peritoneal dissemination, and distant metastasis. The locoregional recurrence is the most common in Western countries, but is rare in Asian countries [11, 12] . From this context, Sasako et al. [13] confirmed that peritoneal dissemination was the main recurrence type of gastric cancer after curative gastrectomy with an extended lymphadenectomy according to the JCOG (Japan Clinical Oncology Group) study 9501. In the current study, we found that peritoneal dissemination was the most common, followed by the multiple recurrences in the patients who underwent total gastrectomy. In the patients who underwent distal gastrectomy, however, locoregional recurrence was the most common, followed by peritoneal dissemination.
Deng et al. [14] analyzed 169 cases of recurrence in patients with gastric cancer who were treated with curative resection, reporting that there was a significant correlation between the locoregional recurrence and Lauren's classification. Moreover, Yoo et al. [15] analyzed 508 cases of recurrence in patients with gastric cancer who were treated with potentially curative gastrectomy, reporting that 33% of total recurrences involved the locoregional site. These authors also noted that the locoregional recurrence had a significant correlation with older age, large tumor size, diffuse type, and proximal location. According to other studies, there are clinicopathologic factors with a predictive value for the locoregional recurrence and these include the proximal location, older age, male sex, advanced stage (T3 to 4, and Nodal metastasis), infiltrative growth, diffuse type, and stromal resection [12, 16, 17] . In our clinical series of patients, on univariate analysis, the male sex, N-stage, and Lauren's classification had a significant correlation with the locoregional recurrence after curative total gastrectomy. On multivariate analysis, however, the N-stage was the only independent prognostic factor that was found to be associated with the locoregional recurrence. In patients who underwent curative distal gastrectomy, however, no significant correlation with locoregional recurrence was found on either univariate or multivariate analysis.
It is generally recommended that the length of resection margin be sufficient for lowering the chance of local recurrence, but this does not apply to all cases. Papachristou and Fortner argued that at least a 6.5-cm resection margin should be maintained to prevent local recurrence [6] . In addition, Nakamura et al. [18] insisted that cancer invasion at the resection margin is not frequent and meaningless in patients with early gastric cancer, although it is a key prognostic factor. Consistent with this, Kim et al. [19] reported that the distance of the PRM had no negative effects on the prognosis of patients with early gastric cancer. According to these authors, there was a close relationship between the distance of the PRM and the prognosis in patients with advanced gastric cancer, but they contradicted the relationship between the distance of the PRM and locoregional recurrence. Our results show that there was no significant correlation between the locoregional recurrence and the distance of the PRM.
Conclusions
In conclusion, our results indicate that a sufficient resection margin is not the absolute factor associated with the rate of survival and recurrence, although it is a key prognostic factor. The locoregional recurrence had no significant correlation with the distance of the PRM after curative gastrectomy. The distance of the PRM observed in the operative field or the range of palpation is important, but it should be carefully evaluated as microscopic tumor may be present depending on the characteristics of the tumor. It would therefore be mandatory to intraoperatively perform a frozen section biopsy of the PRM. In addition, it is also necessary to avoid excessive resection in patients who are negative for an intraoperative frozen section biopsy of the PRM, which is essential for improving the quality of life and minimizing the occurrence of complications in patients undergoing curative gastrectomy.
